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DETAILED ACTION 

Status of the Claims 

1 . The amendments filed 12/12/2008 were entered. 

Response to Arguments 

2. Applicants' arguments, filed 12/12/2008, have been fully considered. 
Rejections and/or objections not reiterated from previous office actions are 
hereby withdrawn. The following rejections and/or objections are either 
reiterated or newly applied. They constitute the complete set presently being applied to 
the instant application. 

Claim Objections 

3. Instant claims 8 and 10 are objected to as depending from a rejected claim. 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious 
at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention 
was made. 

5. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
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not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

6. Claims 1-7, 11 and 19 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Beauchamp et al (cited in a previous Action). 

7. As discussed in a previous Action, instant claims 1-7, 11 and 19 are drawn to 



compounds of Formula I 




compositions which are disclosed as inhibitors of the Tie2 receptor tyrosine kinase, and 
which encompasses the following compound wherein R 1 , R 2 and R 4 are hydrogen; R 3 
represents the group NR 1 R 2 wherein R 1 is hydrogen and R 2 is (3-6C)cycloalkyl(CH 2 ) x 
optionally substituted with hydroxy and, in which, x is 0; A is phenyl; n is 0; L is - 
N(R 8 )C(0)C(R a R b ) wherein R 8 , R a and R b are hydrogen; B is aryl (for example, phenyl); 
R 6 is halo (for example, fluoro); and m is 1 : 
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8. Beauchamp 



et 



al teach compounds of Formula I 




(Page 4, Lines 18-21) which are useful in the 
treatment of neurodegenerative disorders (Page 1, Line 4) and specifically disclose the 
following embodiment of Formula I 
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(Page 35, Example 31) 
wherein Z is NH and m is 0; Ri is (C2-6alkyl) a (C3-10cycloalkyl) b (C1-6alkyl) c wherein a 
and c are 0 and b is 1, optionally substituted with hydroxy; R 2 is NH 2 ; X is C6-10aryl 
(specifically phenyl) optionally substituted with (y); and (y) is NH-CO-R4 wherein R4 is 
C1-12 alkyl (specifically CH3). Accordingly, the only difference between the compound 
of Formula I recited by the instant claims 1-7, 11 and 19 and the compound taught by 
Beauchamp et al is that (in Beauchamp et ai) R4 is CH 3 whereas the instant application 
is drawn to a compound wherein the group corresponding to R4 is (Clalkyl)aryl halogen. 
Significantly, Beauchamp et al teach only four possibilities for R 4 ; namely, H, C1- 
12alkyl, aryl or (C1-6alkyl)aryl halogen (Page 47, Lines 21-22). Thus, it would have 
been obvious to a person of ordinary skill in the art at the time the invention was made 
to formulate the compound encompassed by instant claims 1-7, 11 and 19 in light of 
Beauchamp et al for the following reasons: First, Beauchamp et al specifically disclose 
a compound wherein X is phenyl substituted with NH-CO-R 4 and, furthermore, 
Beauchamp et al identify a finite and limited number of possibilities for R 4 . A person of 
ordinary skill in the art at the time the invention was made would have pursued the finite 
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and limited number of possible groups with predictable and reasonable success to 
formulate the compound encompassed by instant claims 1-7, 11 and 19. Second, one 
of ordinary skill in the art would have recognized, in light of Beauchamp et al - which 
teach four possible variations at R 4 - that each possible group is functionally equivalent, 
and the simple substitution of one known element for another to obtain predictable 
results would be obvious. 

9. Applicants, however, argue that Beauchamp et al only "partially" disclose 
compounds of the instant invention in that, for example, as to ring B of the instant 
compound, Beachamp et al do not teach a heteroaryl group or a heterocyclic ring as 
encompassed by the instant claims. Furthermore, Applicants note that, although 
Beachamp et al give rise to an equivalent of ring B in at least one instance (wherein R4 
is (Clalkyl)aryl halogen), this feature can be omitted. As such, Applicants contend that 
the contents of Beauchamp et al do not make the compounds of the present invention 
structurally obvious (Applicant Argument, Page 3). Although Applicant is correct that 
Beauchamp et al only partially disclose compounds encompassed by the instant claims, 
a single species taught by the prior art is sufficient to support a rejection over a claimed 
genus. As stated by the court in In re Slayter, 276 F.2d 408, 411 (CCPA 1960), "[a] 
generic claim cannot be allowed to an applicant if the prior art discloses a species falling 
within the claimed genus." Additionally, although it is also true that Beachamp et al do 
not require that R 4 is (Clalkyl)aryl halogen so as to provide an equivalent of instant ring 
B (i.e, R4 can be CH 3 as in Example 31), it is clear that Beachamp et al teach that R 4 
can be (Clalkyl)aryl halogen. Furthermore, as previously discussed, a person of 
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ordinary skill in the art at the time the invention was made would have pursued the finite 
and limited number of possible groups (including wherein R 4 is (Clalkyl)aryl halogen) 
with predictable and reasonable success. The skilled artisan would have recognized, in 
light of Beauchamp et al - which teach four possible variations at R 4 - that each 
possible group is functionally equivalent, and the simple substitution of one known 
element for another to obtain predictable results would be obvious. The fact that 
Beauchamp et al do not disclose a preference that R 4 is (Clalkyl)aryl halogen or 
provide examples wherein R 4 is (Clalkyl)aryl halogen would not have dissuaded the 
skilled artisan from formulating compounds wherein R 4 is (Clalkyl)aryl halogen under 
circumstances where Beauchamp et al teach only 4 possibilities at R 4 . 
10. Applicants further argue that it would not have been obvious to specifically 
modify R 4 in Example 31 (wherein R4 is CH3) to (Clalkyl)aryl halogen (as discussed 
above) in order to provide compounds which read on the instant claims. Applicants 
state that "since there is no suggestion to make the specific modification... the 
compounds of the instant invention are not obvious over Beauchamp et a/" (Applicant 
Argument, Page 4, emphasis in original). Yet, as stated by the Court in KSR 
International Co., v. Teleflex Inc., 127 US 1727 (2007), "the analysis need not seek out 
precise teachings directed to the specific subject matter of the challenged claim..." As 
discussed in the previous Action and reiterated above, Beauchamp et al specifically 
disclose a compound (Page 35, Example 31) differing from the instant compound in that 
R 4 (in Beauchamp et al) is CH 3 whereas the instant application is drawn to a compound 
wherein the group corresponding to R 4 is (Clalkyl)aryl halogen. Yet, as discussed, 
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Beauchamp et al teach only four possibilities for R 4 ; namely, H, C1-12alkyl, aryl or (C1- 
6alkyl)aryl halogen (Page 47, Lines 21-22). The skilled artisan would have recognized, 
in light of Beauchamp et al - which teach four possible variations at R 4 - that each 
possible group is functionally equivalent, and the simple substitution of one known 
element for another to obtain predictable results would have been obvious. 
Accordingly, a person of ordinary skill in the art at the time the invention was made 
would have pursued the finite and limited number of possible groups with predictable 
and reasonable success to formulate the compound encompassed by instant claims 1- 
7, 11 and 19. 

1 1 . Applicants additionally contend that the utility of the compounds should be taken 
into consideration as the utility of the compounds forms a part of that invention as a 
whole. This argument is not persuasive. The skilled artisan would have been motivated 
to make the above discussed changes to compound 31 taught by Beauchamp et al in 
an effort to synthesize functionally equivalent compounds with a reasonable expectation 
of success. Thus, while Applicant may be correct that the skilled artisan would not have 
made the modifications to Beauchamp et al in an effort to develop Tie2 inhibitors (or 
with any expectation that the modifications would lead to compounds having Tie2 
inhibitory activity), the skilled artisan would still have made the modifications (resulting 
in a compound that reads on the instant claims) in an effort to synthesize compounds 
having NGF-like activity. Applicant is reminded that the instant claims are drawn to 
compounds and not to processes of using compounds as Tie2 inhibitors. Since the 
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compounds of the instant claims are prima facie obvious, the fact that the instantly 
claimed compounds may have activity as Tie2 inhibitors is irrelevant. 
12. Instant claim 11 is drawn a pharmaceutical composition of Formula I in 
association with a pharmaceutically acceptable diluent or carrier. Beauchamp et al 
specifically teach "The formulations of the present invention comprise a compound of 
Formula I, as above defined... together with one or more pharmaceutically acceptable 
carriers therefor and optionally other therapeutic ingredients" (Page 14, Lines 23-24). 

Conclusion 

No new ground(s) of rejection are presented in this Office action. Accordingly, 
THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded of the 
extension of time policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CRAIG RICCI whose telephone number is (571) 270- 
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5864. The examiner can normally be reached on Monday through Thursday, and every 
other Friday, 7:30 am - 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on (571) 272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/CRAIG RICCI/ 
Examiner, Art Unit 1614 

/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



